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DEPARTMENT OF HEALTH AND HUMAN SERVICES 



PROPOSED RULES 




21 CFR Part 333 



[Docket No, 81N-0114] 



Topical Acne Drug Products for Over -the -Counter Human Use; Tentative PinaX 

Monograph 



Tuesday, January IS, 1985 



*2172 AGENCY: Pood and Drug Administration. 
ACTION; Notice of proposed rulemaking. 

Summary: The Food and Drug Adminstration (FDA) is issuing a notice of proposed rulemaking 
in zYi? form of a tentative final monograph that would establish conditions under which 
o\.\ii: ■ • -.-ouatcr (OTC) topical acne drug products are generally recognized as safe and 
effective and not misbranded. FDA is issuing this notice of proposed rulemaking after 
i?OiTv. during rhr report and recommendations of the Advisory Review Panel on OTC 
.nm i.r.ioroL>iax [JD Drug Products and public comments on an advance notice o£ proposed 
rulemaking that was based on those recommendations - This proposal is part of the ongoing 
review of OTC drug products conducted by FDA. 

DATES = Written comments, objections, or requests for oral hearing on the proposed 
regulation before the Commissioner of Food and Drugs by May 15, 1985. New data by January 
15, 19BS. Comment?; on the new data by March 17, 1986. These dates are consistent with 
the time periods specified in the agency's revised procedural regulations for reviewing 
and classifying OTC drugs (21 CFR 330.10). 

.\DD;*:""3£: . iftritt^n comments, objections, new data, or requests for oral hearing to the 
Jockets Management branch (HFA-305), Food and Drug Administration, Rm. 4-62, 5600 Fishers 
Lane, Rockviile, MD 20857. 

FOR FURTHER INFORMATION CONTACT: William £ . Gilbertscn, Center for Drugs and Biologies 
(HFN-210) , Food and Drug Administration, 5600 Fishers Lane, Rockviile, MD 20S57, 
301-443-4960. 

supplementary information; In the Federal Register of March 23, 1982 [47 fft 12430) FDA 
published, under $ :*30 . 10 (a) (S) (21 CFR 330.10(a)(6)), an advance notice of proposed 
rulemaking to establish a monograph for OTC topical acne drug products, together with the 
recommendations of the Advisory Review Panel on OTC Antimicrobial (II) Drug Products, 
which was the advisory review panel responsible for evaluating date on the active 
ingredients in this drug class. Interested persons were invited to submit Comments by 
June 21, 1982. Reply comments in response to comments filed in the initial comment period 
could be Submitted by July 21, 1982. 

In accordance with § 330.10(a) (10), the data and information considered by the Panel were 
put on public display in the Dockets Management Branch (HFA- 305) , Food and Drug 
Admlnisrrc.t Ion (address above) , after deletion of a small amount of trade secret 
information. In response to the advance notice Of proposed rulemaking, eight drug 
manufacturers , one drug manufacturer association, one counsulting firm, three physicians, 
and one consumer submitted comments. Copies of the comments received are on public 
display in the Dockets Management Branch. 
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List of Subjects in 21 CFR Part 333 
OTC drugs ; Topical acne drug products. 

Therefore, under the Federal Food, Drug, and Cosmetic Act (sees. 201 (p) , 502, SOS, 701, 
5?, Stat. 1041-1042 as amended, 1050-1053 as amended, 1055-1056 as amended by 70 Stat. 919 
and 72 Stat. 948 (21 U.S.C. 321 (p) , 352, 355, 371)) and the Administrative Procedure Act 
(sees. 4, 5, and 10, 60 Stat. 239 and 243 as amended <5 U-S-C. 553, 554, 702, 703, 704)) 
and under 21 CFR 5.11, it is proposed that Subchapter D of Chapter I of Title 21 of the 
Code of Federal Regulations be amended in Part 333 (which was proposed to be added in the 
Federal Register of January 5, 1978 (42 PR 1210)) by revising proposed Subpart D, to read 
as follows: 

PART 333- -TOPICAL ANTIMICROBIAL DRUG PRODUCTS FOR OVER -THE -COUNTER HUMAN US£ 

Subpart D- -Topical Acne Drug Products 

333.301 Sc^pe. 

3^j,303 Definitions. 

.'3.?. 310 active ingredients. 

3 33.3 20 Permitted combinations of active ingredients. 

3 33.3 50 Labeling of acne drug products. 

Authority: Sees. 201 (p), 502 r 505, 701, 52 Stat. 1041-1042 as amended, 1050- 1053 aa 
amended, 10SS-1056 *s amended by 70 Stat- 919 and 72 Stat. 94B (21 U.S.C. 321 (p) , 352, 
355, 371); sees- 4, 5, and 10, 60 Stat. 239 and 243 as amended (5 U.S.C. 553, 5S4, 702, 

703 r 7C4) . 

Subpart D- -Toxical Acne Drug products 
§ 333.301 Scope. 

(a) An over-the-counter acno drug product in a form suitable for topical administration 
is generally recognjzed as safe and effective and is not misbranded if it meets each of 
the conditions in this subpart and each general condition established in S 33 0.1. 

(b) References in this subpart to regulatory sections of the Code of Federal Regulations 
are to Chapter I of Title 21 unless otherwise noted. 

§ 333.303 Detiniti ona- 

As used in this subpart: 

(a) Acne. An inf lammatory skin disease involving the oil glands and hair follicles of the 
skin . 

(b) Acne drug product. A drug product used to reduce the number of acne lesions - 
{-.:.» Bla -;-.h- :Cirt . An *cne lesion characterized by a black tip. 

(d) Pimple. A smal] , prominent, inflamed elevation of the skin. 
§ 333.3 3.0 Acne active ingredients. 
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The active ingredient of the product consists of any of the following when labeled 
according to § 33 J, 350. 

(a) Benzoyl peroxi-Se 2.5 to 10 percent. 

(b) Resorcinol 2 percent when combined in accordance with § 333.320 (a). 

(c> Resorcinol tnpnoacetate 3 percent when combined in accordance with § 333.320(b) 

(d) Salicylic acid 0.5 to 2 percent. 

(e) Sulfur 3 to 10 percent. 

(f) Sulfur 3 to 8 percent when combined in accordance with § 333.320. 
§ 333.320 Permitted combinations of active ingredients. 

(a) Resorcinol identified in § 333.310(b) when combined with sulfur identified in § 
323 .310 (C) provided the product is labeled according to § 333,350. 

(b) Resorcinol monoacetate identified in 5 333.310(c) when combined with sulfur 
id"-:it< Hed in § 3;*3, 310(f) provided the product is labeled according to § 333. 350. 

§ 333. 3^0 T,*oeiinq of acne drug products. 

(a) Statement of identity. The labeling of the product contains the established name of 
the drug, if any, and identifies the product as an "acne medication." 

(b) Indications. The labeling of the product contains a statement of the indications 
under the heading " vindications" chat is limited to the following: 

(1) "For the" (seloct one of the following: "treatment" or "management") "of acne." 

(2) Other a^lowabli: indications. In addition to the required indication identified in 
paragraph (b) (.1) of this section, the labeling of the product may contain additional 
indication statements chat are limited to one or more of the following: 

(i) (Select one of the following! "Dries," "Dries up," "Dries and clears," "Clears " 
"Clears up f " "Clear.s up most," "Helps clear," "Helps clear up." "Reduces the number of," 
or "Reduces the severity of") (select one or more of the following: "blackheads," "acne 
pimples," or "acne blemishes") which may be followed by "and allows skin to heel," 

(ii) "Penetrates p<ires to" (select one of the following: "eliminate most," "control," 
"clear most," or "reduce the number of") (select one or both of the following: 

" blackheads" or "acne pimples"). 

(iii) "Helps keep t;kin clear and new acne pimples." 

(iv) "Helps prevent new" (select one or more of the following; "blackheads," "acne 
pimples," or "acne blemishes") which may be followed by 11 from forming." 

(v) "Helps prevent the development of new acna pimples." 

(c) Warnings. The labeling of the product contains uhe following warnings under the 
heading "Warnings" : 

(1) For products ccntaining any ingredient identified in § 333.310. (i) "for external us< 
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ADDRESS: 



Pear Tree House 
5 Upper House Farm 
Crickhowell 
Powys NP8 1BZ 



SEX: 



STATUS: 



Male. 



Married. 



GMC Registration No: 052 1 873. 



QUALIFICATIONS: BSc (Hons) Physiol. London 1956. 

MBBS (Hons) London 1959. 
DTM&H England 1961. 
MRCP London 1964. 
FRCP London 1977. 
MRCPath 1980. 
FRCPath 1985. 



PRESENT POSITION: 

Emeritus Professor 

University of Wales College of Medicine 

Heath Park 

Cardiff 



Medical Director, Cutest Systems Ltd 

214 Whitchurch Road 

Heath 

Cardiff CF14 3ND 

Clinical Professor 
Department of Dermatology 
University of Miami School of Medicine 
Miami, Fl 
USA 

EDUCATION: 

St Marylebone Grammar School 1946-1953 
Guy's Hospital Medical School 1953-1958 
(Open Scholarship and State Scholarship 1953) 



1 
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(b) 



October - December 1958 House Physician, Guy's Hospital, London. 

February - September J 959 House Surgeon, Guy's Surgical Unit at New Cross General 

Hospital. 



September 1959-MaTch 1960 
Army Service 
March 1960 
April 1960 
December i960 



House Physician, Cuckfield General Hospital 

National Service Medical Officer- 
Short Service Commission, 



March 1961 



Passed Junior Officer Course, appointed Trainee Specialist 
in Dermatology. 

Attended Course in Tropical Medicine, awarded DTM & H. 



March 1961 - September 1963 Appointed to Medical Division, Queen Alexander Military 

Hospital. 

September 1 963 - June 1 965 Appointed Specialist in Dermatology, British Military 

Hospital, Munster, W Germany. 

F\ner- o nce subseoucnt to the Army 

June 1965 - March 1967 Registrar in Dermatology, St George's Hospital, London- 



March 1967- 
December 1968 



Senior Registrar and Tutor, St John's Hospital for Diseases 
of the Skin, London. 



December 1968- 
December 1969 

December 1969- 
July 1971 

July 1971 



October 197:? 



October 1 97:5 



Senior Resident in Dermatology, University of Miami, USA. 



Senior Registrar and Tutor, St John's Hospital for Diseases 
of the Skin, London- 
Appointed as Research Fellow (Senior Lecturer), Institute 
of Dermatology, and Honorary Consultant Dermatologist at 
St John's Hospital for Diseases of the Skin, London. 

Appointed Consultant Dermatologist at St John's Hospital 
for Diseases of Lhe Skin, London. 

Appointed Senior Lecturer in Dermatology, Department of 
Medicine, Welsh National School of Medicine, Cardiff (now 
University of Wales College of Medicine) and Honorary 

7 
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October - November 1 976 Visiting Professor at John I Iopkins Hospital, Baltimore, 

USA. 



March 1977 



Appointed Reader in Dermatology, University of Wales 
College of Medicine, Cardiff. 



December 1980 - 1998 



Chair in Dermatology in the University of Wales College 
Of Medicine, Cardiff. 



OTHER APPOINTMENT S AND AWARDS 



October 1980 
April 1984 

*.r;n! ^85 
V. iv *' ! 8^ 
August 1985 

October 1985 
Mnrdi 1987 

November 1990 

October 1992- 1996 

March 1993 
February 1994- 1997 

June 1994 
July 1994- 1996 

June 1995 

June 1996 - 1998 



Awarded MRCPath for published work. 
Dowling Oration Lecturer. 
Awarded FRCPaih. 
Parkes Weber Lecturer. 

Life President of The International Society of Bioengineering and 
the Skin. 

Literature Award (1984) of the Society of Cosmetic Chemists. 

Appointed Regional Consultant to the Department of Health & 
Social Security for War Pensions Cases in Wales. 

Appointed external examiner to the Royal College of Pathologists 
Diploma in Deimatopathology. 

Appointed external examiner to the Queen's University of Belfast 
School of Pharmacy. 

Society Of Cosmetic Scientists Medal Lecturer. 

Appointed Regional Representative for Wales 1994-1997, 
Executive Committee, British Association of Dermatologists . 

Elected President of The British Cosmetic Dermatology Group. 

Chairman, Welsh Dermatological Sub-committee of the Welsh 
Medical Committee. 

Appointed Clinical Professor, Department of Dermatology and 
Cutaneous Surgery, University of Miami School of Medicine, USA. 

Appointed Speciality Adviser to the Royal College of Physicians. 



PAGE 27169 ' RCVD AT 2/16/2005 2:24:17 PM [Eastern Standard Time] 1 SVR:USPT0-EFXRF-1/4 * DNIS:8729306 ' CSID: ' DURATION (mm-ss):1846 



Feb-1 6-2005 02:35pm From- T-410 P. 028/069 F-389 

I am a member of the Medically Qualified Panel of Appeals 
Tribunals (Part Time) 2003- 



4 
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1 , I ud\ j organised or help*, rganise the following symposia and n. ings: 

A symposium on Mechanisms of Action of Topical Corticosteroids held in London in November 
1974. 

A symposium (sponsored by the European Society for Dermatological Research) on Dermatitis 
Herpetiformis, held in Lund, Sweden, with Professor Hans Rorsman, in January 1976. 

A symposium on Methods for Measurement of Physical Properties of the Skin (with Professor 
Harvey Blank) held in Miami in 1976. 

A symposium (European Society for Dermatological Research) on The Ichthyoses, held in Cardiff 
in January 1977. 

A symposium entitled 'The Epidermis in Disease 1 ' (with Professor E Christopher's) held in 
Cardiff in April 1979. 

A symposium entitled "Bioengineering and the Skin" (with Professor P Payne) held in Cardiff in 
July 1979, followed by further meetings in Philadelphia (1981), Besan?on (1983). San Francisco 
r i US* ? I icge (1986), Milwaukee (1988), and Stress Italy in 1 990. 

Investigative Techniques in Dermatology courses in alternate years since 1975, and a course 
entitled Hislopaihology of the Skin, with Dr Arthur Knight, in alternate years since 1978. 

A symposium entitled The Stratum Comeum' (wiih Professor Gerd Plewig) held in Cardiff in 
October 1981. 

A j>u^osium entitled "Skin Models" (with Professor G Plewig) held in Cardiff in March 1984- 

A three-day course and presentation of new data entitled "Physical Nature of the Skin", in 
November 1985. 

A symposium entitled "Acne and Related Disorders" (with Professor G. Plewig) held in Cardiff in 
March 1988. 

A symposium entitled "The Environmental Threat to the Skin" (wiih Professor G Plewig) held in 
Cardiff in April 1991. 

A symposium entitled "Skin Therapy Forum — A Future Look" (with Dr W J Cunliffe) held in 
Cardiff in October 1992. 

A symposium entitled "Skin Therapy Forum II - A Future Look" (with Dr W J Cunliffe) held in 
Cardiff in October 1994. 

A symposium entitled '20lh Anniversary of the International Society of Bioengineering and the 
Skin* held in Miami in February 1996. 

A- symposium entitled "Skin Therapy Forum III" (with Professor W J Cunliffe) held in Cardiff in 
Ociobir 1996. 

5 
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oZberlm entitlCd " Skin TheraPY FOrUm IV " (Wkh Professor W J Cunliffe ) held in Cardiff in 



A symposium entitled "Skin Therapy Forum V" (with Professor W J Cunliffe) held in Leeds i 
September 2000. 



A symposium entitled "Stratum Comeum III held in Basil 2003. 



2. I was co-editor of the Journal of Dermatoiogical Treatment from 1989 - 1997. I am a reviewer for 
the Journal of Investigative Dermatology, a member of the editorial boards of Epithelial Cell 
Biology, the European Journal of Pediatric Dermatology, and the Journal of Geriatric 
Dermatology, and a member of the International Advisory Board of Chronica Dermatologica I 
was an assistfuit editor for the British Journal of Dermatology (1973 - 1985) and was managing 
editor of the Archives for Dermatoiogical Research. I am on the editorial board of American 
Journal of Clinical Dermatology. 



6 
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Fellow of ihe Royal College of Physicians. 

Fellow of the Royal College of Pathologists. 

Member of the St. John's Hospital Dermatological Society. 

Member of the British Association of Dermatologists. 

Member of the Royal Society of Medicine. 

Member of the Society of Cosmetic Chemists. 

Member of the European Society for Clinical Investigation. 

Member of "The Skin Club" (Secretary 1975-1979). 

Member of European Society for Dermatological Research (President) 1978-1979). 
Member of the Association of Physicians of Great Britain and Ireland. 
Corresponding member of the Swedish Dermatological Society. 
Corresponding member of the Israeli Dermatological Society 
Corresponding member of the Polish Association of Dermatology. 
Coircy- binding member of the Pacific Dermatologic Association. 
Corresponding member of the Italian Society of Dermatology. 

Corresponding member of the German Dermatological Society (Deutsche Dermalologische Gesellschaft). 

Life President of the International Society for Bioengineering and the Skin. 

Member of the American Academy of Dermatology, 

Member of the International Society of Dermaiopathoiogy, 

Member of the British Society for Investigative Dermatology. 

Member of the British Dermatological Surgery Group. 

Member of the Biological Engineering Society. 

Member of Ad\ isory Board, International Society of Cosmetic Dermatology. 
Member of the Executive Board oTihe Skin Pharmacology Society. 
Member of the Chilean Dermatological Society. 
Member of the Korean Dermatological Society. 

Member of the Distinction Award Committee, Royal College of Physicians. 

Member of the Editorial Advisory Board of Reviews in Contemporary Pharmacotherapy. 

Member of the Editorial Advisory Board of the Skin Research & Technology Journal, 

Member of the Editorial Board of Current Medical Research & Opinion Journal. 

Member of the Editorial Board of Dermatology in Clinical Practice. 

Member of the Editorial Board of the American Journal of Clinical Dermatology. 

Member of the London Expert Witness Institute. 

Member of the Wale* Medico-Legal Society. 

7 
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EPIDERMAL CELL KINETICS, ACTIVE EPIDERMAL MOVEMENT AND 
WOUND HEALING. 


9 


- 12 


SKIN PATHOLOGY STUDIES. 






13 


- 16 


STUDIES ON THE STRATUM CORNEUM. 






17 


- 19 


SKIN BIOENGINEERING. 






20 


-22 


OTHER RESEARCH INVESTIGATIONS. 






23 


-26 


ROSACEA AND ALLIED DISORDERS. 








27 


DERMATITIS HERPETIFORMIS. 








28 


OTHFR Ct TNIC \L STUDIES. 






29- 


32 


CASE RTTPORTS AND LETTERS. 






33- 


34 


REVIEWS AND CHAPTERS. 






35- 


43 


BOOKS PUBLISHED. 






44 - 


45 
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MARKS R, FUKUl K, HALPRiin K. The application of an in vitro teciiiiique to the study of epidermal 
replication and metabolism. Br J Dermatol 1971 : 84: 453-460. 

MARKS R, HALPRIN K, FUKUl K, GRAFF D. Topically applied triamcinolone and rnacromolccular 
synthesis of human epidermis. J Invest Dermatol 1971 : 56: 470-473. 

MARKS R. Epidermal cell movement after injury. Proceedings: Symposium on the Healing of Wounds 
Birmingham 1972: Ch 5: 22. 

MARKS R, BHOGAL B, DAWBER RPR. The migratory property of epidermis in vitro. Arch Dermatol 
Forschung 1972: 243: 209-220. 

MARKS R s BLACK MM. The epidermal component of pityriasis lichenoides. Br S Dermatol 1972: 87: 
106-113. 

COOMBS VA r NISSEN BK, MARKS R, MORRIS A. The influence of temperature on epidermal ceil 
mu'.TTi'ci: : .r vitro. Briush Journal of Experimental Pathology 1973: 54: 673-677. 

D l7 l ANF.Y T T MARKS R. Congenital ichthyosiform erythroderma and lamellar ichthyosis: two patients 
contrasted. Proceedings of the Royal Society of Medicine 1973: 66: 1 173-1 175. 

EADY R, MARKS R. Melanocyte changes in epidermal hyperplasia: An experimental study. Br J Exp 
Patholl973: 54: 678-683. 

MARKS R, BLACK MM, WILSON-JONES E. Epidermal cell kinetics of lichen planus. Br J Dermatol 
1973: 88:37-45. 

MARKS R, N1SHIKAWA T. Active epidermal cell movement in vitro. Br J Dermatol 1973: 88: 245- 
248. 

MARKS R, PONGSHHIRUN D, SAYLAN T. A meihod for The assay of topical corticosteroids. Br J 
Dermatol 1973: 88:69-74. 

MARKS R, WELLS GG. Lichen simplex: Morphodynamic correlates. Br J Dermatol 1973: 88: 249-255. 

NISHIKAWA T, MARKS R. The effect of cytochalasin B on epidermal cell migration in vitro. Br J 
Dermatol 1973:88:469-474. 

SCHELLANDER F, MARKS R- The epidermal response to subepidermal inflammation. An 
experimental study. Br J Dermatol 1973: 88: 363-367. 

SCHELLANDER R, MARKS R, Uptake of tritiated thymidine by high level epidermal cells. Acta Derm 
Vencreol (Stockh) 1973: 53: 31-34. 

COOMBES VA, NISSEN BK, MARKS R. The epidermal cell migration promoting activity of serum in 
guinea pig skin in vitro. Arch Dermatol forschung 1974: 249: 367-372. 

MARKS R, BHOGAL ft, WILSON L. The effect of betamethasone valerate on seborrhoeic dermatitis of 
the scalp. Acta Dermato Venereologica 1974: 54: 373-375. 

9 
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Jovii.aioi i '"4: 90: 373-380. ' '• * 

MARKS R. Is there a relationship between clinical morphology and epidermal cell kinetics? Proccedines 
of the Royal Society of Medicine 1975: 68: 161-162. 

MARKS R. Measurement of epidermal wound healing. Proceedings of a Conference, Surgical Dressings 
in the Hospital Environment, Cardiff; March 1975, ed by TD Turner and KR Brain: 1 8 1-200. & 

MARKS R, AB6LL E, NISH1KAWA T. The junctional zone beneath migrating epidermis Br J 
Dermatol 1975:92:311-319. 

TREE S, MARKS R. An explanation for the "placebo" effect of bland ointment bases. Br J Dermatol 
1975: 92: 195-198. 

B ENTLE Y-PHILLIPS C, MARKS R. Cell division and metabolic activity of nacvus cells. The 
relationships between anatomy and behaviour in moles. Br. J. Dermatol 1976: 94: 557-563. 

OA VIES M MARKS R. Studies on the effect of salicylic acid on normal skin. Br J Dermatol 1976: 95: 
1 87-1 92. 

HOLT PJA, MARKS R. Epidermal architecture, growth and metabolism in agromegaly. Br Med Journal 
1976: 1:496-497. 6 ' 

HOLT PJA, LAZURUS J, MARKS R. The epidermis in thyroid disease. Br J Dermatol 1976: 95: 513- 

5 1 8r 

PICTON W, SIM AW, MARKS R. Methods for evaluating the effects of drugs on re-epithelialisation. 
['.ilwrua-.iu::.! Symposium on Wound Healing, Rotterdam, 1976. Foundation International Co-operation in 
Medical Sciences. 

SHAHRAD P, MARKS R. Hair follicle kinetics in psoriasis. Br J Dermatol 1 976: 94: 7-1 2. 

BENTLEY-PHILLIPS CB, P AULLI- J ORGENSEN H, MARKS R. The effects of prostaglandins El and 
F2a on epidermal growth. Arch Dermatol Res 1977: 257: 233-237. 

DAVTES MG, GORKIEWICZ A, KNIGHT A, MARKS R. Is there a relationship between lupus 
erythematosus and lichen planus? Br J Dermatol 1 977: 96: 1 45- ] 54. 

DA VIES MG, MARKS R. Evolution of the lesions of discoid lupus erythematosus: A comparison with 
lichen planus. Br J Dermatol 1977: 97: 317-322. 

FRANCIS AJ, MARKS R. Factors responsible for dermally induced epidermal hyperplasia Arch 
Dermaiol Res 1977: 2:58: 275-280. 

FRANCIS A J, MARKS R. Skin stretching and epidermopoiesis. Br J Exp Pathology 1977: 58: 35-39. 

FRANCIS AJ, MARKS R. The effects of antiprostaglandin agents on epidermal proliferation induced by 
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